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DETAILED ACTION 

Applicant's election with traverse on December 1 1 , 2003 is noted and 
appreciated, however, the restriction requirement set forth in the Office Action mailed 
June 1 1 , 2003 by the prior Examiner does not appear correct and therefore, a new 
restriction requirement is set forth in this Office action, as follows. 

Election/Restrictions 

Restriction to one of the following inventions is required under 35 U.S.C. 121 : 

I. Claims 1-24, 33-40 and 50, drawn to an antisense oligonucleotide for 
inhibiting the expression of an aldehyde dehydrogenase gene in a cell, 
classified in class 536, subclass 24.5. 

II. Claims 25-32, 41-43, and 51-54 drawn to a method of decreasing ethanol 
tolerance in a human including wherein the desire to consume alcohol is 
decreased, classified in class 514, subclass 44. 

III. Claim 44, drawn to a method of making an antisense oligonucleotide, 
classified in class 536, subclass 25.3. 

IV. Claims 45-50, drawn to an antisense oligonucleotide for inhibiting the 
expression of a gene that encodes TNF-alpha, classified in class 536, 
subclass 24.5. 

V. Claim 58, drawn to a method of predicting the efficacy of an 
oligonucleotide for inhibiting the expression of a gene, classified in class 
435, subclass 6. 
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VI. Claim 59, drawn to a method of separating from a mixture of 

oligonucleotides an antisense oligonucleotide efficacious for inhibiting the 
expression of a gene, classified in class 435, subclass 6. 

Claim 50 link(s) inventions I and IV. The restriction requirement between the 
linked inventions is subject to the nonallowance of the linking claim(s), claim 50. Upon 
the allowance of the linking claim(s), the restriction requirement as to the linked 
inventions shall be withdrawn and any claim(s) depending from or otherwise including 
all the limitations of the allowable linking claim(s) will be entitled to examination in the 
instant application. Applicant(s) are advised that if any such claim(s) depending from or 
including all the limitations of the allowable linking claim(s) is/are presented in a 
continuation or divisional application, the claims of the continuation or divisional 
application may be subject to provisional statutory and/or nonstatutory double patenting 
rejections over the claims of the instant application. Where a restriction requirement is 
withdrawn, the provisions of 35 U.S.C. 121 are no longer applicable. In re Ziegler, 44 
F.2d 1211, 1215, 170USPQ 129, 131-32 (CCPA 1971). See also MPEP § 804.01. 
The inventions are distinct, each from the other because of the following reasons: 

Inventions I and II are related as product and process of use. The inventions can 
be shown to be distinct if either or both of the following can be shown: (1 ) the process 
for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of 
using that product (MPEP § 806.05(h)). In the instant case the antisense 
oligonucleotide of group I can be used in a materially different method of using the 
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antisense than the method of treatment of Group II. For example, the antisense 
oligonucleotide of Group I can be used in a cell in vitro to inhibit the expression of 
aldehyde dehydrogenase for enzymatic pathway studies, or as a probe or primer, all of 
which are materially different than the methods of Group II. 

Inventions I and III are related as process of making and product made. The 
inventions are distinct if either or both of the following can be shown: (1 ) that the 
process as claimed can be used to make other and materially different product or (2) 
that the product as claimed can be made by another and materially different process 
(MPEP § 806.05(f)). In the instant case the antisense of Group I can be made in a 
materially different method than that of Group III. For example, the antisense of Group I 
can be made by screening for antisense to aldehyde dehydrogenase using a micro 
array of all sequences, without any focus on the motif specified by the synthesis method 
of Group III. 

Inventions I and IV are unrelated. Inventions are unrelated if It can be shown that 
they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to materially different antisense (e.g., 
structurally unrelated sequences) with different functions. For example, the antisense of 
Group I functions to inhibit the expression of aldehyde dehydrogenase, which is 
different than the antisense of Group IV, which functions to inhibit the expression of 
TNF-alpha. 
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Inventions I and V are related as product and process of use. The inventions can 
be shown to be distinct if either or both of the following can be shown: (1 ) the process 
for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of 
using that product (MPEP § 806.05(h)). In the instant case the antisense of Group I can 
be used in a materially different method than the method of Group V, for example, the 
antisense of Group I can be used in a method of treatment for alcoholism, which is 
materially different than the method of predicting efficacy of Group V 

Inventions I and VI are related as process of making and product made. The 
inventions are distinct if either or both of the following can be shown: (1 ) that the 
process as claimed can be used to make other and materially different product or (2) 
that the product as claimed can be made by another and materially different process 
(MPEP § 806.05(f)). In the instant case the antisense of Group I can be made by a 
materially different method than the method of synthesis of Group VI. For example, the 
antisense of Group I can be made by screening for antisense to aldehyde 
dehydrogenase using a microarray, which is materially different than the separation 
method of Group VI. 

Inventions II and III are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to materially different methods with 
different effects. For example, the methods of treatment of Group II has the effect of 
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decreasing alcoliol tolerance, whereas the method of Group III has the effect of 
determining the sequence of antisense to a target gene. 

Inventions II and IV are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to a method and a product that is not 
used in the method, wherein the method and the product have different functions. For 
example, the method of Group II has the effect of decreasing tolerance of alcohol in a 
subject by the inhibition of the expression of aldehyde dehydrogenase, whereas the 
antisense of Group IV functions to inhibit the expression of TNF-alpha. 

Inventions II and V are unrelated. Inventions are unrelated if it can be shown that 
they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to materially different methods with 
different effects. For example, the method of Group II has the effect of decreasing 
tolerance of alcohol in a subject by the inhibition of the expression of aldehyde 
dehydrogenase, whereas the method of Group V functions to determine the efficacy of 
an antisense oligonucleotide. 

Inventions II and VI are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to materially different methods with 
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different effects. For example, the method of Group II has the effect of decreasing 
tolerance of alcohol in a subject by the inhibition of the expression of aldehyde 
dehydrogenase, whereas the method of Group VI functions to separate an antisense 
oligonucleotide from a mixture of oligonucleotides. 

Inventions III and IV are related as process of making and product made. The 
inventions are distinct if either or both of the following can be shown: (1 ) that the 
process as claimed can be used to make other and materially different product or (2) 
that the product as claimed can be made by another and materially different process 
(MPEP § 806.05(f)). In the instant case the antisense of Group IV can be made in a 
materially different method than that of Group III. For example, the antisense of Group 
IV can be made by screening for antisense to TNF-alpha using a micro array of all 
sequences, without any focus on the motif specified by the synthesis method of Group 
III. 

Inventions III and V are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to materially different methods with 
different effects. For example, the methods of Group III have the effect of making an 
oligonucleotide, whereas the methods of Group V have the effect of predicting the 
efficacy of an oligonucleotide. 

Inventions III and VI are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of 
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operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to materially different methods with 
different effects. For example, the methods of Group III have the effect of making an 
oligonucleotide by synthesis, whereas the methods of Group VI have the effect of 
separating an oligonucleotide from a mixture of oligonucleotides. 

Inventions IV and V are related as product and process of use. The inventions 
can be shown to be distinct if either or both of the following can be shown: (1 ) the 
process for using the product as claimed can be practiced with another materially 
different product or (2) the product as claimed can be used in a materially different 
process of using that product (MPEP § 806.05(h)). In the instant case the antisense of 
Group IV can be used in a materially different method than the method of Group V, for 
example, the antisense of Group IV can be used in a method of inhibiting the 
expression of TNF-alpha in a cell, which is materially different than the method of 
predicting efficacy of Group V. 

Inventions IV and VI are related as process of making and product made. The 
inventions are distinct if either or both of the following can be shown: (1 ) that the 
process as claimed can be used to make other and materially different product or (2) 
that the product as claimed can be made by another and materially different process 
(MPEP § 806.05(f)). In the instant case the antisense of Group IV can be made by a 
materially different method than the method of synthesis of Group VI. For example, the 
antisense of Group I can be made by screening for antisense to TNF-alpha using a 
microarray, which is materially different than the separation method of Group VI. 
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Inventions V and VI are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In 
the instant case the different inventions are drawn to materially different methods with 
different effects. For example, the methods of Group V have the effect of predicting the 
efficacy of an antisense oligonucleotide, whereas the methods of Group VI have the 
effect of separating an oligonucleotide from a mixture of oligonucleotides. 

Single Sequence Election Applicable to Groups I and IV 

Pursuant to 35 U.S.C. 121 and 37 C.F.R. 1.141, the antisense sequences listed 
in claims 5, 13, 14, 15, 36, and 49 are subject to restriction. The Commissioner has 
partially waived the requirements of 37 C.F.R. 1 .141 and will permit a reasonable 
number of such nucleotide sequences to be claimed in a single application. Under this 
policy, up to 10 of independent and distinct nucleotide sequences will be examined in a 
single application, (see MPEP 803.04 and 2434) 

Claims 5. 13, 14, 15 and 36 specifically claims antisense SEQ ID NOS 98, 107, 
108, 109, 110 and 111 and, which are targeted to and Inhibit the expression of aldehyde 
dehydrogenase in a cell and Claim 49 specifically claims antisense target to regions I- 
XXII of TNF-alpha. Although the antisense sequences claimed each target and inhibit 
the expression of the a particular gene, the instant antisense sequences are considered 
to be unrelated, since each antisense sequence claimed is structurally and functionally 
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independent (with respect, for example to sequence structure) and distinct for the 
following reasons: each antisense sequence has a unique nucleotide sequence, each 
antisense sequence targets a different and specific region of aldehyde dehydrogenase 
or TNF-alpha, and each antisense, upon binding to aldehyde dehydrogenase orTNF- 
alpha, functionally decreases the expression of the aldehyde dehydrogenase or TNF- 
alpha and to a varying degree. Furthermore, a search of more than one (1 ) of the 
antisense sequences claimed in claims 5, 13, 14. 15, 36 and 49 presents an undue 
burden on the Patent and Trademark Office due to the complex nature of the search 
and corresponding examination of more than one (1) of the claimed antisense 
sequences. In view of the foregoing, one (1 ) antisense sequence is considered to be a 
reasonable number of sequences for examination. Accordingly, applicants are required 
to elect one (1) antisense sequence from claim 5, 13, 14, 15, 36 and 49. 

Specifically, if Applicant should elect Group I for examination, Applicant must 
elect either ALDH2-1 allele or ALDH2-2 allele and one sequence selected from SEQ ID 
NO: 98, 107, 108, 109, 110 and 111, wherein the sequence correspond to the elected 
allele . 

If Applicant should elect Group IV for examination. Applicant must elect an 
antisense oligonucleotide complementary to one of regions l-XXII of TNF-alpha. 

Applicant should note, if any of Groups II, III, V or VI are elected for examination 
and during the prosecution of the case specific SEQ ID NO's are introduced into the 
claims, at that point Applicant will be required to elect a single sequence for 
examination. 
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Because these inventions are distinct for the reasons given above and have 
acquired a separate status in the art because of their recognized divergent subject 
matter, restriction for examination purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement be 
traversed (37 CFR 1.143). 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a request under 37 CFR 1 .48(b) and by the fee required under 37 CFR 1 . 1 7(i). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Lacourciere whose telephone number is (571) 
272-0759. The examiner can normally be reached on Monday-Thursday 7:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John L. LeGuyader can be reached on (571) 272-0760. The fax phone 
number for the organization where this application or proceeding is assigned is 703- 
872-9306. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Karen A. Lacourciere 
March 8, 2004 




